Outline of Lecture 49 (03-12 PH; Snyder)

Neuroleptics
NEUROLEPTICS
Subclass examples


Dopamine depletors: reserpine


-peridol: eg haloperidol, these are the most potent dopamine antagonists


Phenothiazines: chlorpromazine and other -promazine, -phenazine, etc

Atypicals: clozapine, olanzapine, risperidone;  able to Rx +ve AND -ve Sx of schizophrenia
MOA


- Typicals are primarily D2 antagonists

- Affects DA-ergic neurons that project to the corpus striatum (extrapyramidal effects), limbic system (antipsychotic effects), and hypothalamus (prolactin disinhibition effects)



- D3 and D4 antagonist activity may be related to fewer side effects

- MOA of atypicals is uncertain but relief of -ve Sx may be due to 5HT2 antagonist activity

Side effects

Neurological


- Acute extrapyramidal effects: Parkinsonianism, dystonia, akathisia (motor restlessness); all assoc w/ less anticholinergic activity

- Tardive dyskinesia: assoc w/ dopamine receptor supersensitivity in response to chronic dopamine depletion

Non-neurological



- Sedation and orthostatic hypotension due to alpha blockade activity



- Agranulocytosis (1%) for clozapine – possibly fatal so check blood count periodically



- Hyperprolactinemia, amenorrhea, and possibly ( risk of breast CA



- Dramatic weight gain (eg with clozapine, olanzapine)



- Tolerance
